# 



+ 



Figure 1 



Acid Drug/N-Terminus Scheme 
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R'=Radical moiety attached to acid functionality on drug 
R=Side chain of amino acid or peptide 
HOBt=Hyd roxybenzotri azole 
DIPC=Diisopropylcarbodiimide 
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Figure 2 

Amine Drug/C-Terminus Scheme 
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R'=Radical moiety attached to amine functionality on drug 
R=Side chain of amino acid or peptide 
HOBt=Hydroxybenzotriazole 
DIPC=Diisopropylcarbodiimide 



Figure 3 



Alcohol Drug/N-Terminus Scheme 
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R'=Radical moiety attached to alcohol functionality on drug 
R=Side chain of amino acid or peptide 
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Figure 4 

Alcohol Drug/Glutamic Acid Dimer 
Preparation and Conjugation Scheme 
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(see Figure 3) 
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R'=Radical moiety attached to alcohol functionality on drug 
R=Side chain of amino acid or peptide 
OBt=Oxybenzotriazole 
NCA=N-Carboxyanhydride 



Figure 5 

Mechanism of Alcohol Drug From 
Glutamic Acid Dimer Scheme 




til 



Cii 



« a 




CH 

I 2 
CH 

I 2 
CO R' 

2 



-OH 



Polyfy-alkylglutamate] 



HO C- 

2 IN 
H 

Pyroglutamic Acid 



CO H 

2 



OR 




.OFT 



Drug-Peptide Conjugate 



Intestinal 
Peptidases 



OR' 




+ other amino acid byproducts 



R'OH 

Alcohol Drug 



R=Radical moiety attached to alcohol functionality on drug 
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Fig. 9. Gastric Simulator vs Intestinal Simulator 
T4 Analysis 




